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©Int. Q." HKS9£# JtPiSaS^- ©&ffl ¥/j£3^(1991)2^ 5 B 

A 61 K 37/02 8615-4 C 

47/42 J 7624-4C 

saw* 3tm* m*m<p& io (±?w) 

®# H ¥1-163088 

@tB SI ¥ 1(1989) 6^1268 

* # * & = A&^fflt*m*^3-5- 1 
B # ¥ U JSL = *^3c*m§£&*.£19 
©?S * £fc lLi & *2 IS f4>ikJlllllUlMTfrJI|i»K»*nri- 1 *»JH**£tb** 

©IS W * 153 SF bj ^jll^Jlli^mjII^E^Bri- 1 *a>3f^£tfc+* 

©tiJHA'*a)***^tt mmH5+*Em«lTB5#8# 
©fcB S3 A # * & = AB^gBBftrU+^3-5-1 



w ® m 

2. ttflFlt*ottn 

BHB»ftH? (JITt hBCDPiLSf ) 
2. fc r BCDP$<T8e<z>7 $ y KK?« ( I ) 

7 5 J MEM f I 1 g 

Pro Val Pro Pro Cly Glu Aap Ser Lys Asp Va 1 
Ala Ala Pro His Arg Gin Pro Leu Thr Ser Ser 
Glu Arg lie Asp Lys Gin He Arg Thr lie Leu 
Asp Cly He Ser Ala Leu Arg Lys Glu Thr Cys 
Asn Lys Ser Asn Met Cys Glu Ser Ser Lys Glu 
Ala Leu Ala Glu Asn Asn Leu Asn Leu Pro Lys 
Met Ala Glu Lys Asp Gly Cys Phe Gin Ser Gly 
Phe Asn Glu Glu Thr Cys Leu Val'Lys He lie 
Thr Gly Leu Leu Glu Phe Glu Val Tyr Leu Glu 
Tyr Leu Gin Asn Arg Phe Glu Ser Ser Glu Glu 



Gin Ala Arg Ala Val Gin Met Ser Thr Lys Val 

Leu lie Gin Phe Leu Gin Lys Lys Ala Lys Asn 

Leu Asp Ala lie Thr Thr Pro Asp Pro Thr Thr 

Asn Ala Ser Leu Leu Thr* Lys Leu Gin Ala Gin 

Asn Gin Trp Lou Gin Asp Met Thr Thr His Leu 

lie Leu Arg Ser Phe Lys Glu Phe Leu Gin Ser 

Ser Leu Arg Ala Leu Arg Gin Met 

3. fc r BCDP*<TK©7 $ J (0)4* 
t4 4>a7*«n$iR (1)128 QfflAfe. 

y 5 j agggyti f B ) = 

Ala Pro Val Pro Pro Gly Glu Asp Ser Lys Asp 

Val Ala Ala Pro His Arg Gin Pro Leu Thr Ser 

Ser Glu Arg lie Asp Lys Gin lie Arg Tyr He 

Leu Asp Gly lie Ser Ala Leu Arg Lys Glu Thr 

Cys Asn Lys Ser Asn Met Cys Glu Ser Ser Lys 

Glu Ala Leu Ala Glu Asn Asn Leu Asn Leu Pro 

Lys Met Ala Glu Lys Asp Gly Cys Phe Gin Ser 

Gly Phe Asn Glu Gin Thr Cys Leu Val Lys lie 

lie Thr Cys Leu Leu Glu Phe Gle Val Tyr Leu 

Glu Tyr Leu Gin Asn Arg Phe Glu Ser Ser Glu 
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CI u Gin Ala Arg Ala Val Gin Met Ser Thr Lys 

Val Leu lie Gin Phe Leu Gin Lys Lys Ala Lys 

Asn Leu Asp Ala lie Thr Tbr Pro Asp Pro Thr 

Thr Asn Ala Ser Leu Leu Thr Lys Leu Gin Ala 

Gin Asn Gin Trp Leu Gin Asp Met Thr Thr His 

Leu He Leu Arg Ser Phe Lys GIu Phe Leu Gin 

Ser Ser Leu Arg Ala Leu Arg Gin Net 

4. b hBCDP^tttS**T$fX^t<0l?*5W5K 
*(l)ge«©*S*«5. 

5. b hBCDF*<Igli&ft-eflJ <t>*lfc fcOT&S 

$$a)Xtt(6)&«t<z>iaj&«. 



¥3-27320 (2) 

c i £ ft fife if *S9^iH(8)Jas2»olfl^«5. 
10. Mtftto&W&'gtiLZ at -vfajra? 

3. 

ttK^^ftaF-frilS^^B fiBB&^HLH* (BCDP) 

b r oftt^c^t^r c: 0 * ? ttffl£*r 

f*b hBCDPtC-P^T. *§£9}#$ttW?E*ffifc. 
-ecDONA KflK Rtf 7 $ J (ttlHB 
63-42688 . 63-56291 ) L v S C <fc * b f. 
BCDF(Z>£&K*K#LT^S ( ft M HB63- 157996 ) . 

Sfcb hBCOP^ffi^ffi&atjsor&«K:#a*fe 

tt«.tt*l<t*S* (ftW¥l-63524 ) . 



&fe©WS&#$ftH (^881663-310578 ) . 

7 ? * yai&JB&ffl**** (ftJ®H863-183083K 
&tflM*t£#^3!£feBfcS)£tf*3P (ftJH¥l-6954) 

z ti h o mm s * T «c o n t 4) — asi-& 

K»T*9, *> fiJ^raet)^ S^«BCDF 

fcfcb r BCDF£BSF-2 $> * ^ tt 4 y ^ — a <f * ' 
^6 (IL-6) t^MZ t tgi§$ntl>^ 
( Nature , 73(1986) . BMB0.J.,_£, 1219 

(1987)) Z Z TttffijfeJ: $ ©BCDPfc ffl^ 
* . ^:C;Tffl^5t h BCDP ti 4 y^-7a.n 

&-3IPN- B % (3 - u „ ^SiKa^MNa 

0220574 ) «!: tt^fc *. 
(&9]*<«2feL<i; ^tiSifl) 

MfeXttb r -^©fi^Ofc fcKSSJfc b f-BCDP* 



(SH*»*f $/c36©?a3 

bcdp*< + #k$€&t&>k gJWIBI££T$>3$£ 

b r BCDF0E£|&/£1&T$>a. 

b MCDPttWa.tf ft B&IB63- 42688. 
63-5629lRtf ftjaBS62-289007 -^£fB C £ *L * 
<fc ? TE07$; ( I ) Xtt ( H ) * 

7 5 y «K?lJ ( I ) : 

Pro Val Pro Pro Gly Glu Aap Ser Lys Asp Val 
Ala Ala Pro His Arg Gin Pro Leu Thr Ser Ser 
Glu Arg lie Asp Lys Gin lie Arg Thr lie Leu 
Asp Gly lie Ser Ala Leu Arg Lys Glu Thr Cys 
Asn Lys Ser Asn Met Cys Glu Ser Ser Lys Glu 
Ala Leu Ala Glu Asn Asn Leu Asn Leu Pro Lys 
Net Ala Glu Lys Asp Gly Cys Phe Gin Ser Gly 
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Phe Asn Glu Glu Thr Cys Leu Val Lys He He 
Thr Gty Leu Leu Glu Phe Glu Val Tyr Leu Glu 
Tyr Leu Gin Asn Arg Phe Glu Ser Ser Glu Glu 
Gin Ala Arg Ala Val Gin Ret Ser Thr Lys Val 
Leu lie Gin Phe Leu Gin Lys Lys Ala Lys Asn 
Leu Asp Ala lie Thr Thr Pro Asp Pro Thr Thr 
Asn Ala Ser Leu Leu Thr Lys Leu Glo Ala Gin 
Asn Gin Trp Leu Gin Asp Met Thr Thr His Leu 
lie Leu Arg Ser Phe Lys Glu Phe Leu Gin Ser 
Ser Leu Arg Ala Leu Arg Gin Met 

7 S/&K?I] ( A ) : 

Ala Pro Val Pro Pro Gly Glu Asp Ser Lys Asp 
Val Ala. Ala Pro His Arg Gin Pro Leu Thr Ser 
Ser Glu Arg He Asp Lys Gin He Arg Tyr lie 
Leu Asp Gly He Ser Ala Leu Arg Lys Glu Thr 
Cys Asn Lys Ser Asn Net Cys Glu Ser Ser Lys 
Glu Ala Leu Ala Glu Asn Asn Leu Asn Leu Pro 
Lys Met Ala Glu Lys Asp Gly Cys Phe Gin Ser 
Gly Phe Asn Glu Gin Thr Cys Leu Val Lys lie 

b rBCDFfg&£*T'f *PS$*&9]<D b r BCDP t L 
BCDFXttt Mla-BCDF*fflH*0*<J:l*. 

-loo #s l < tto.i -i.o mw%n*> 

fe&^ttKHrafc b r BCDPOiS^SttO.OOl *g 
/kg~-1000// g /kg. ff$ L < ttO.Oljr g/kg — 
500 ft g /kg* *) * L < tt 0. 1 ft g /kg-250 
ft g -^kgTfc * K>±82CRR3£$ tl^ 

5Ec*«9l©ES»**cttfc rBCDF&#tr„ 

®mt LX U y Vh 5 t>t±b rBCDPKfl.©-* 
-< h * 4 tfflxtf. IL-3. IL-K IL-4. IL-S. 
G-CSP . GM-CSP. rt-CSP . EPO RtfUeg-CSF £ 1 

r BCDP £ 1 0 0 t L ft *§ £ C * *L *L0 . 0001 ~ 

20O000£S%&»n-f ntf <*; ^. 
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He Thr Cys Leu Leu Glu Phe Gle Val Tyr Leu 
Glu Tyr Leu Gin Asn Arg Phe Glu Ser Ser Glu 
Glu Gin Ala Arg Ala Val Gin He t Ser Thr Lys 
Val Leu lie Gin Phe Leu Gin Lys Lys Ala Lys 
Asn Leu Asp Ala He Thr Thr Pro Asp Pro Thr 
Thr Asn Ala Ser Leu Leu Thr Lys Leu Gin Ala 
Gln-Asn Gin Trp Leu Gin Asp Met Thr Thr His 
Leu He Leu Arg Ser Phe Lys Glu Phe Leu Gin 
Ser Ser Leu Arg Ala Leu Arg Gin Met 
75; ( I ) tt^&S** r BCDP-C& *3 . 7 

5 J ( D ) tt^&Sb r BCOF0 N*SK 

Ala a< i -?ftJin$ tlfc* 'J K (WTb h 

Ala-BCDP £ §3T ) T * . U^L. *8lfl*Cffl^ 
* b r BCDPttifcT L b -b&7 5 y KE?« ( I ) X 
(II) "C^S tl*»j§*£*d2.gttfc^. 

rBCDPCDNfcafc&tf/JUiC* 

BCDP©»®+© tt«&flfl<Z>7 



a z ti h Bi m a S fln fi li * L t _t $ © a IS £ 

ST. rBCDFttb r T 88 IfS. 

Blfflffik ttttaFlanVJ; *> Bt*U0#fc ( Proc. 
Natl. Acad. Scl. USA , ££ , 5490 (1985) £ J; *) 

tumult t>0? b*mm. 
(costal) . /N^x^-. ttatt£B£tt&± 

Cb rBCDP£ 3- K T * it ft ? £ ifi 2 « ^ 

5. £ fc#B10862-263631 &tf1$IiBig63-53828C 
^t«to«*^rKt hBCDFfflt**fll^&»fcT 

JSC*?; c*i60»ai66o»«lc^^Ttt»IHIB 

61- 115024 . #r/flfil3 63 -42688. »B3DS63-56291-f 
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&fH&tM£&aE063-157996 £ C $ ft /c C> . 
«s £0*Cl-ft*3#*HB»©lR*£ft* 

3 T. 3![® $ ft*: t hBCDP^ffiKcDT $ y 

t MCDP*(D(><D&tffc h BCDF* 7 * >U{t L fc 
*><D£J8^. t r BCDF£ t*7 -b b h BCOP 

*&0H0#f&ttt hBCDFStt*«r*ftlt*fB 
t hBCDP^maX«:iL-3^0|3tiS9ilfi^^-<*:Tj8 



VlgKKx^-r^ (®«^Tween 20, Tweeo 
80, Dvrtax 80 *) *] . lift <f * y ttJIBfittM 

ffl (i">f y^) s (vy^ 
»J t^;ut'D ij K yfif ) % 7US (MJV^ 
»J $ A») . BftftfriLffl ( a - b 3 7 * n-;u, 
$?> . KJBfl! vy^ 

BCDP£ 1 0 0 t Lfcifc-S-C* ft-F ttO.0001 — 
1000000 if%AUfiL^^> #C CI 



ffDH ¥3-27320 (4) 
Hit h JtLffiA&B&ttfflt' -5 £ft^. WiLtf 

**^ttSa»B»**CJ;» t hBCDP#*?£& 

■> a n 7tf;i/M)r^ 7 i'tM)ni(DS 

% Triton 5*305 . Triton*405 ) s afMJ X f- 

uy^»;3-;i/^/^-rr^- His -ft* 

Hape« 4000(MSK 3?) . #«) **S^If I/y/A^ 

&L±h l < ti-etLfiiTT ±seaa 

CT*EIUli5fe*Ot hBCDF«/J>« < i (> 6 * 

^EJBia/Sfta^^-r * x y k h * •> ysti 

0.03 — 0.13 x y K r * * < BU > fc F 

BCDFfilTT**. ftt*ift4lfflUEB*XR&ttflI 

*(DxyKr4£/ yifi^{l0.25BU/n£&O : '> * 

x y K h * £/ y fittrffSgiHJ£+ y h s flliLtf^M 
o r v * • (7^-3 i/^ n °p53) * fc tt h * •>* 

v-c/xf^o (^^fc^x^S3) *ffl^rW=c 
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fcSI* 3-27320 (5) 



«*U BCD? ®1£ 1*01*. «f #MDB63-42688K^ L 

(UStfll. b FBCDPE3Itfi*!g50fta) 

C#8Lfcb MCDP£*£it0<? ttffl Wc, *H 

^jSSOt MCDP© N*3gCAla *< 1 

T RIDS 63 -157996 fH £ # 18 $ ftfc I* . 

$ T s CCtl- BCDF&ft ( 2 0 0 h/»£ * 
PBS ftflU it?Stt2. 5 U/ng) 200*£C20 
% b H»7^^5y8 < + h 'J * 3. 3 ng/»£ . 
83B3. 1 *7-»; iuKt t l ) $^2,659 

og/« £ , 7-fe**'h , J7 p h7T>'*MJ0-t 
4.2925«g/«£# ; &) 50k 

*KT£S 4 £ I *J *T tt0.22ir m 7 4 
^/^-C-CM«PiBUfc..*»W2.0 0 *r i (t 
MCDP2//g. t Hffl7;t/y $ y 5 0 0 /f gt 



W ) r/u (BH Steffi 

15x33m) CAH, - 80 r KIT Wteft. 
3 0. toll. 1 0 t Oftftl* 2 0 ttUXSKtttt 

sit *fc-8ga&itft«raflc®ft.«s# 

Lit. 

»Ls b hBCDFffitt* B63-426880>£&CftCtH 

fc. Ots 4"Cs 20tiftCf37tTS 

fcfcj&bfci C 3 7 TC&#Ttt 5 6 ± 4 % 
(I *Mk) > 4 0 %± 5 % ( 7 CStt" 
ttfiTlfc^, 2 0 tP^Tttt 1 0 0 ± 1 5 %<D 

-2 0rRlMTT&#Lfc« n t, a(>6*Ji&-C*> 

CJS ft) - 

b hBCOFCDttH^ttCll&bttB** 



^ ^ JOE 1 
HWffftS * ffl X M O 

?ai*tt*Mft 163088^ 

3.*iE * r * * 

* t <0 BB <* W^ttSBA 



* ft 



*5C»4«*[1S»-TB 5*8* 
*ft (03) 287-8653 * (KS) 
(006) it © « & St & tt 



s.n i c * o m m r * « « «o« « o 

6.*iE©H* fifffl r*«OIH8»flJ o« 

(U niit9Hl Olfg r u8 k*J t»4«o* fug 

12) «a«16H9tfB*>*10tTB r aotnc 
of© N3R«tu:»i»* 1 »H»ft 1 «nft » a * * r * . J 

<DK«* MBIT 5 . 
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¥* 2 * 7 Z B 
#HFJ?fif Hf EH £ J3 K2 
l.VftOft* 1 *4*frlHSS163088^ 

*#&<on# & hp at m a 

tt m m««**BS«e-TB 5 # 8 ^ 

* » (oo6) ■* © * « a * a 

4. MEA+OBtt S % 

5 . ft Etc* *) Jfllra-r *%Wffl» « L 

"7. WiEOrtSf 

(2) SHfiJSm 7 E 1 2 ifl -35 8 1 9 frB© 
rr 5 / «£?y ( n ) j *8Tffl «k -5 «c?riE-r 4 
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Ala 


Pro 


Val 


Pro 


Pro 


Gly 


Glu 


Asp 


Ser 


Lys 


Asp 


Val 


Ala 


Ala 


Pro 


His 


Arg 


Gin 


Pro 


Leu 


Thr 


Ser 


Ser 


Glu 


Arg 


He 


Asp 


Lys 


Gin 


lie 


Arg 


Tyr 


lie 


Leu 


Asp 


Gly 


He 


Ser 


Ala 


Leu 


Arg 


Lys 


Glu 


Thr 


Cys 


Aan 


Lys 


Ser 


Asn 


Het 


Cys 


Glu 


Ser 


Ser 


Lys 


Glu 


Ala 


Leu 


Ala 


Glu 


Asn 


Asn 


Leu 


Asn 


leu 


Pro 


Lys 


Het 


Ala 


Glu 


Lys 


Asp 


Gly 


Cys 


Phe 


Gin 


Ser 


Gly 


Phe 


Asn 


Glu 


Gin 


Thr 


Cys 


Leu 


Val 


Lys 


lie 


He 


Thr 


Cys 


Leu 


Leu 


Glu 


Phe 


Glu 


Val 


Tyr 


Leu 


Glu 


Tyr 


Leu 


Gly 


Asn 


Arg 


Phe 


Glu 


Ser 


Ser 


Glu 


Glu 


Gin 


Ala 


Arg 


Ala 


Val 


Gin 


Met 


Ser 


Thr 


Lys 


Val 


Leu 


tie 


Gin 


Phe 


Leu 


Gin 


Lys 


Lys 


Ala 


Lys 


Asn 


Leu 


Asp 


Ala 


He 


Thr 


Thr 


Pro 


Asp 


Pro 


Thr 


Thr 


Asn 


Ala 


Ser 


Leu 


Leu 


Thr 


Lys 


Leu 


Gin 


Ala 


Gin 


Aan 


Gin 


Trp 


Leu 


Gin 


Asp 


Met 


Thr 


Thr 


His 


Leu 


lie 


Leu 


Arg 


Ser 


Phe 


Lys 


Glu 


Phe 


Leu 


Gin 


Ser 


Ser 


Leu 


Arg 


Ala 


Leu 


Arg 


Gin 


Het 
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2. $ftM$<D6!H 

Btt&iHbH-? (H7t H BCDF i Lit) *KS 



2 . t MCDPri<TIB©7 5 J KE?d .( 1 ) 
t & fc©-C<b4MJRJB<i)g2»©IIl«1!j. 



Pro 


Val 


Pro 


Pro 


Gly 


Glu 


Asp 


Ser 


Lys 


Asp 


Val 


Ala 


Ala 


Pro 


His 


Arg 


Gin 


Pro 


Leu 


Thr 


Ser 


Ser 


Glu 


Arg 


He 


Asp 


Lys 


Gin 


He 


Arg 


Tyr 


He 


Leu 


Asp 


Cly 


He 


Ser 


Ala 


Leu 


Arg 


Lys 


Glu 


Thr 


Cys 


Asn 


Lys 


Ser 


Asn 


Met 


Cys 


Glu 


Ser 


Ser 


Lys 


Glu 


Ala 


Leu 


Ala 


Glu 


Asn 


Asn 


Leu 


Asn 


Leu 


Pro 


Lys 


Het 


Ala 


Glu 


Lys 


Asp 


Gly 


Cys 


Phe 


Gin 


Ser 


Gly 


Phe 


Asn 


Glu 


Glu 


Thr 


Cys 


Leu 


Val 


Lys 


He 


He 


Thr 


Gly 


Leu 


Leu 


Glu 


Phe 


Glu 


Val 


Tyr 


Leu 


Glu 


Tyr 


Leu 


Gin 


Asn 


Arg 


Phe 


Glu 


Ser 


Ser 


Glu 


Glu 


Gin 


Ala 


Arg 


Ala 


Val 


Gin 


Het 


Ser 


Thr 


Lys 


Val 



Leu lie Gin Phe Leu Gin Lys Lys Ala Lys Asn 

Leu Asp Ala He Thr Thr Pro Asp Pro Thr Thr 

Asn Ala Ser Leu Leu Thr Lys Leu Gin Ala Gin 

Asn Gin Trp Leu Gin Asp net Thr Thr His Leu 

He Leu Arg Ser Phe Lys Glu Phe Leu Gin Ser 

Ser Leu Arg Ala Leu Arg Gin Het 

3. t hBCDP^TteOT $ J ttffi?!! ( D ) 

y^»ag?n cm = 

Ala Pro Val Pro Pro Gly Glu Asp Ser Lys Asp 

Val Ala Ala Pro His Arg Gin Pro Leu Thr Ser 

Ser Glu Arg He Asp Lys Gin He Arg Tyr He 

Leu Asp Gly He Ser Ala Leu Arg Lys Glu Thr 

Cys Asn Lys Ser Asn Het Cys Glu Ser Ser Lys 

Glu Ala Leu Ala Glu Asn Asn Leu Asn Leu Pro 

Lys Het Ala Glu Lys Asp Gly Cys Phe Gin Ser 

Gly Phe Asn Glu Gin Thr Cys Leu Val Lys He 

He Thr Cys Leu Leu Glu Phe Glu Val Tyr Leu 

Glu Tyr Leu Gin Asn Arg Phe Glu Ser Ser Glu 

Glu Gin Ala Arg Ala Val Gin Het Ser Thr Lys 



Val 


Leu 


He 


Gin 


Phe 


Leu 


Gin 


Lys 


Lys 


Ala 


Lys 


Asn 


Leu 


Asp 


Ala 


He 


Thr 


Thr 


Pro 


Asp 


Pro 


Thr 


Thr 


Asn 


Ala 


Ser 


Leu 


Leu 


Thr 


Lys 


Leu 


Gin 


Ala 


Gin 


Asn 


Gin 


Trp 


Leu 


Gin 


Asp 


Het 


Thr 


Thr 


His 


Leu 


lie 


Leu 


Arg 


Ser 


Phe 


Lys 


Glu 


Phe 


Leu 


Gin 


Ser 


Ser 


Leu 


Arg 


Ala 


Leu 


Arg 


Gin 


Het 







4. b rBCDP#H«*W$«^(>0T&*ft* 



5. b rBCDP;5<]!gf£&!feTf*£*lfc 

n*b rBCDP©r&]£¥ttK^&*s*^T,s* 
zm^z z t *sa*iju)K no&fiify . 
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